9,10-epoxy-octadecanoic acid 9,10-EpOME + 295 12,13-epoxy-octadecanoic acid 12,13-EpOME + 309 9-oxo,14-hydroxy-octadecadienoic acid 9,14-KHODE + 309 8-hydroxy, 13-oxo-octadecadienoic acid 8,13-HKODE + 309 9,10-epoxy, 13-oxo-octadecanoic acid 9,10,13-EpKOME 309 9-oxo, 12,13-epoxy-octadecanoic acid 9,12,13-KEpOME Aldosteronogenesis 6 309 9,10-epoxy, 13-hydroxy-octadecanoic acid 9,10,13-EpHOME 309 9-hydroxy, 12,13-epoxy-octadecanoic acid 9,12,13-HEpOME 311 9-hydroperoxy-octadecadienoic acid 9-HpODE + + 311 13-hydroperoxy-octadecadienoic acid 13 Mice were treated with a mixture of inhibitors (piroxicam, 30 mg/kg of body weight; licophelone, 10 mg/kg of body weight and MS-PPOH, 25 mg/kg of body weight) by oral gavage 2 hrs prior to irradiation.
Control mice and mice pretreated with drugs were exposed to WBI (10Gy) and sacrificed 24 hrs Figure S6 . Mass spectra of CL (upper panels), CLox (middle panels) and mCL (lower panels) obtained from primary rat cortical astrocytes before (red) and after (blue) treatment with H2O2. "+" Indicates the presence of CL molecular species.
 Indicates the decrease of CL species upon treatment with H2O2.
Changes less than 5% were not considered. ND -not detectable (t-cyt c) . a. Sequence alignment of s-cyt c (pdb identifier 1HRC) and t-cyt c (pdb identifier 2AIU). These two isoforms share 88% identical residues. b. 3D structural alignment of s-cyt c (red) and t-cyt c (blue). The RMSD between these two structures is 0.36, demonstrating high structural similarity. c. Snapshots from coarse-grained molecular dynamics simulations of interaction of s-cyt c (Panel I) and t-cyt c (Panel II) with a TLCL-containing membrane. For clarity, water and ion molecules are not shown. Head groups of TLCL are shown as dark blue sticks, the acyl chains of CL as light blue sticks, DOPC as yellow, transparent sticks and the protein in each case is shown in colorful surface representation. The simulations demonstrate that both isoforms interact with the membrane in the early stages of the simulations, while they did not interact with membranes without CL (control simulations). Table S8 . Predicted binding energies of TLCL interacting with s-cyt c and t-cyt c. AutoDock Vina was used to predict top-ranking models for the interaction of TLCL with s-cyt c (pdb identifier 1HRC) and t-cyt c (pdb identifier 2AIU). Binding energies were comparable between the two structures. Color code: Green: residues appear in one or more models for both proteins; Red: residues that are unique for each protein and did not appear in any of the nine models for other protein. Mitochondria were isolated from either C57BL/6J mouse heart or liver using differential centrifugation.
Supplementary Methods

Treatment
Heart mitochondria (1 mg protein/mL) were exposed to t-BuOOH (150 µM) for 1 h at 37 Standards used: 9-hydroperoxy-10E,12Z-octadecadienoic acid (9-HpODE), 13-hydroperoxy-9Z,11E-octadecadienoic acid (13-HpODE), 9-hydroxy-10E,12Z-octadecadienoic acid (9-HODE), 13-hydroxy-9Z, 11E-octadecadienoic acid (13-HODE), 9-oxo-10E,12Z-octadecadienoic acid (9-KODE), 13-oxo-9Z,11E-octadecadienoic acid (13-KODE), 9(10)-epoxy-12Z-octadecenoic acid (9,10-EpOME) 12(13)epoxy-9Z-octadecenoic acid (12,13-HpOME) (±)14,15-dihydroxy-5Z, 8Z, 11Z-eicosatrienoic acid (14,15-DiHETrE), . Lipid and protein structures were converted from pdb into pdbqt format using MGL Tools 23 . In both cases, the 9 top-ranked binding poses with the highest binding affinities were reported (Supplemental Table S6 ).
Coarse-grained molecular dynamics (CGMD) simulations. CGMD simulations of lipid bilayer systems were carried out using the MARTINI force field 24 , essentially as described previously 25 . The lipid bilayer was composed of DOPC and ~20% TLCL. Three CGMD simulations, employing different initial velocities with identical initial configurations, were performed to study the interactions of s-cyt c and t-cyt c with TLCL-containing bilayers in addition to three control simulations using the bilayer without TLCL.
All simulations were performed using the GROMACS v. 4.5.4 MD package 26 and visualized using the VMD v. 1.9 software
27
. Initially, the system was minimized for 20 ps, before 0.2 ns NPT ensemble equilibration followed by a 0.2ns NVT ensemble equilibration. Each CGMD run was carried out for 1 μs.
A 20 fs time step was used to integrate the equations of motion. Non-bonded interactions have a cutoff distance of 1.2nm. Temperature and pressure were controlled using the velocity rescale (V-rescale) 28 and Berendsen 29 algorithms, respectively. Simulations were run at 300K and at 1atm during NPT runs.
For all CGMD simulations, elastic networks were used to preserve the protein structures 30, 31 .
Statistics. The data are presented as mean ± S.D. values from at least three experiments. Statistical analyses were performed by either unpaired Student's t-test or one-way ANOVA. The statistical significance of differences was set at p< 0.05.
